^ffi^S^SiSntsan^ .^d the Dtoper reference to the prior 

claims with the product claims, as discussed below. 



The Examiner 



G„.pUCl.m32),direotedtoacompos,.ioncomprisi„gaCDNa„tibody;»^ 

, ■ directed to a method for detecting the presmce of CDN m cells 

Group nCClatms 33-38), directed to ^ .„„ ..^.„„„, 32Y Applicant 



to examine the claims of Group 11. m y ^ , . . „ y if necessary, to be 

USPQ2d 1127 (Fed. Cir. 1995). h.. between Cdn-1 protein and Cdn-2 

Cdn-l is encoded by nucleot.de sequence SEQ ID N0.6 P ^,3. 

.e,uenceSEQn,NO.. Claimsreadingontheelectedspec.es.ea ..s32^^^^^^^^ 

A;p,icants traverse the species election on the basis that Cdn-l, Cdn-2 aud Cdn 



,h. »i— — 1— 

Respectfully submitted, 
SHERIDAN ROSS P.C. 



By: 




iA 



Ange^K. Dallas 
Registration No. 42,460 
1560 Broadway, Suite 1200 
Denver, CO 80202-5141 
(303) 863-9700 



7 



No 08/160,067, filed November 30, 1993, now 

.ppUeation ,s.„eo.pora.edhere,„by reference.-- ^^^^^^^^^ 

Onpage3,.heparagraphspann,ngh„es28-29hasbeen ^^^^^^^ 
..RgureldepictsAePCRprimersusedtoisola^thecdn-lprobeslSEOffi 

-■--...ese.e„eeon.e.-..— S.^^^^^^^^^ 

and the corresponding predicted ammo acd sequence (SEOmmJ 

1, «annma lines 7-9 has been amended as follows. 
On page 4, the paragraph spannmg hnes / y na 

. .0. a co.np.son of — a.„o ^ — ^^^^ 
„cdn-2imiWmUandtaownbc,-2fam,ly members (miDmii-^-^ 

0„pagc4,the paragraph spatmmgUnesJl^^^^^^^^^^ 
-Figure 7 shows the nucleoude sequence (SEQiai:!ii^-J 

^^mmm^Smmm^iXot^-^- „,3,^^,,,„ tended as foUows: 

On page 4, the paragraph spannmg hnes 20-23 has been am 
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..pig^eUdepic^ the cd„4denva.ivepro.e.sAl,A2 and A3 1^10^22).^ 
tennina. residues areu,dicatedby.heaxrows.There»ai„derofthederivativep™^^^^ 

^^"t:r;spa...pase^Une3S..o..pa.S,..e..s.ee„^e^^^^ 

..Theinve„tio„fUrtherembodiesavarie,yofDNAveotorshavingdonedtoe.ndaecd^ 

nuCeofde sequences e„cod,„g CEN^- Suitable vectors include any Icnown in the art 
:id.n.bu:not«edto,.bosefotuse,„bactenal,™a.n.nalia„,y-a„din^ 
systems. Specificveo.orsareknownintheanandneednotbedescnbedinde,a,.here,n.- 

Onpagen,thefo«owingnewparagraphhasbeeninsertedonlinelOpriortotheparagraph 

currently spanning lines 10-20: 

-The .nvention thus enoompassesamethodofdeteotingthepreseneeotaCDNprotetnn 

abiological sample eo™ the stepso.obtaini„gace,lsat„ple;lysing or pe^eabihz.^^ 
ee,lstla„tihodies;addi„ga„ti-CDN-speciftcantibodies.othecel,sa.ple;n.a« 

under conditions that allow the antihod.es to cotrtplex with the CDN; and detectmg the 
antibody-CDN complexes formed. The cell sample can be comprised of T cells.- 
Onpage 15, the paragraph spanning lines 6-19 has been amended as follows: 
T^einvent^onalsoencompassestherapeuticmethodsarrdcomposittonsinvolvrngtrea^^^^ 
ofpatientswithbtologicalmodifierstoincreaseortdecreastimexpressionoftcdu^CaL. 
eLvc concentrations and dosage regimens may be empirically derived. Suchdenvatton a^^ 
;inthesl.llof.hosein.heartanddepe„don,forinstance,age,wc.ghta„dsenderofthep^^^^^^^ 
ana severity of the disease. Mtematively.patients may be dhectly treated wttbetthernauveo 
.ecombinantCDNs. The CDNs should be substanttally pure and free of pyrogens. It ts preferred 
Tat the recombinant CBNs be produced m a mammaltan cell Hue so as .0 ensut. proper 
g,ycosylation.CDNs may alsobeproducedman insect cell line and will be glycosylated. 

Onpage21.theparagraphspa.mbghnesl7-23hasbeenamcndedasfolows: 

-The coding region of cdrts can also b. hgated into expression vectors capable of stably 
integrat,ngintoothereell types includrng.butnotlimitcdto.cardiomyocytes,ncura.celllincsst,c 

as Lv. and TNF cell line HT29. so as to provide a variety of assay systems to momtor the 

regulation of apoptosis by cdn-1.-- 



Tn t>ie Claims : 

Claims 32-38 have been amended as shown below. 
Claims 59-65 have been added. 

32. (Once Amended) A composition comprising a monoclonal or polyclonal antibody 
which [recognizes] . per-ificallv binds to a CDN protein selected from the proup consisting 
... rnxT-i ..n. pddnP the amin ^ ^^id .^g nence of SFO TP N0:7, CDN-2 comprising the 
.^^n. ..iH .Pq nence of SEP TH NO:Q, CPN-3 comprising the amino acid sequence of SEQ 
m NO-21 and Cr>N-1 A1 compri «=in p the, amino acid sequence of SFO TP NO:22 [but is 
substantially unreactive with other members of the bcl family]. 

33. (Once Amended) A method of detecting the presence of a CDN protein in a 
biological sample comprising the steps of: 

a) obtaining a cell sample; 

b) lysing or permeabilizing the cells to antibodies; 

c) adding [anti-cdns-specific antibodies] the antibody of Claim 32 to the 
cell sample; 

d) maintaining the cell sample under conditions that allow the 
[antibodies] antibody to complex with [the cdn] a CDN protein ; and 

e) detecting [the antibody-cdn] antibody-CPN protein complexes 
fnrmp d thus detecting CDN t?rotein. 

34. (Once Amended) The method according to claim 33, wherein the CDN is CDN-1 
rSEO ID N0:7) . 

35. (Once Amended) The method according to claim 34, wherein the CDN protein 
i. encoded by a nucleotide sequence romprisinp SEQIDN0:6 [is depicted in Figure 3]. 

36. (Once Amended) The method according to claim 33, wherein the CDN is CDN-2 
(SFOTDN0:9) . 

37. (Once Amended) The method according to claim 36, wherein the CDN protein 
is encoded by a nucleotide sequence comprising SFQ ID N0:8 [is depicted in Figure 5]. 

38. (Once Amended) Themethodaccordingtoclaim[32]33, wherein thecellsample 

comprises T cells. 



10 



